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CLAIMS 

5 L A method for treating n diabetes, obesity and related disorders comprising 
administering a compound capable of depleting mast cells or a compound inhibiting 
mast cells degranulation in a human iii need of such treatment 

2. A method according to claim 1 for treating type n diabetes comprising administering a 
10 c-kit inhibitor to a human in need of such treatment 

3. A method according to claim 2, wherein said c-kit inhibitor c-kit inhibitor is a non- 
toxic, selective and potent c-kit inhibitor wherein it is unable to promote death of IL-3 
dependrat cells cultured in presence of IL-3. 

15 

4 A method according to claim 1 or 3 "herein said inhibitor is selected from the group 
consisting of : 

- 2-(3-amino)arylamino-4-aryl-fliiazoles, 

- pyrimidine derivatives, more particularly N-phenyl-2-pyrimidine-amine derivatives, 
20 - indolinone derivatives, more particularly pyrrol-substituted indolinones, 

- monocyclic, bicyclic aryl and heteroaryl compounds, 

- and quinazoline derivatives. 

5. A method according to claim 4, wherein said inhibitor is selected from the group 
25 consisting of N-phenyl-2-pyrimidine-amine d^vatives having the formula II : 
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R6 



NH 



O 
II 



R7 



Wherein Rl, R2 and R3 are independently chosen from H, F, CI, Br, I, a C1-C5 alkyl or 
a cyclic or heterocyclic group, especially a pyridyl group; 
5 R4, R5 and R6 are independently chosen from H, F, CI, Br, I, a C1-C5 alkyl, especially a 
methyl group; 

and R7 is a phenyl group hearing at least one suhstituent, which in turn possesses at least 
one basic site, such as an amino function, preferably the following group : 



6. A method according to claim 5, wherein said inhibitor is the 4-(4-m6hylpip6razine-l- 
ylm6thyl>N-[4-m6thyl-3K4-pyridine-3-yl)pyrimidine-2ylaniino)ph6^^^ 

7. A method according to one of claims 3 to 6, wiierein said c-kit inhibitor is an inhibitor 
15 of activated c-kit. 

8. A method according to claim 7, v^erein said inhibitor is capable of inhibiting 
constitutively activated-mutant c-kit 




10 



20 9. A method according to one of claims 7, \siierein said activated c-kit inhibitor is 
capable of inhibiting SCF-acti vated c-kit 
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10. A method according to claim 4, wherein said c-kit inhibitor is selected from 
compounds belonging to the 2-(3-amino)arylamino-4-a]yl-thiazoles of formula ni: 



and wherein R is : 

a) a linear or branched alkyl group containing from 1 to 10 carbon atoms optionally 
substituted witii at least one heteroatom, notably a halogen selected from I, CI, Br and F, 

10 and / or bearing a pendant basic nitrogen fimctionalil^ 

b) an aryl or heteroaiyl group optionally substituted by an aSkyl or aiyl group optionally 
substituted with a heteroatom, notably a halogen selected from I, CI, Br and F or bearing 
a pendant basic nitrogen functionality; 

c) a -CO-NH-R, -CO-R, -CO-OR or a -CO-NRR' group, wherein R and R' are 
15 independently chosen from H or an aryl, heteroaryl, alkyl and cycloalkyl group 

optionally substituted with at least one heteroatom, notably a halogen selected from I, CI, 
Br and F, and / or bearing a pendant basic nitrogen frinctionality; 

R^ is hydrogen, halogen or a linear or branched alky^l group containing from 1 to 10 
20 carbon atoms, trifluoromelhyl or alkoxy; 

R^ is hydrogen, halogen or a linear or branched alkyl group containing from 1 to 10 
carbon atoms, trifluoromelhyl or alkoxy; 

R^ is hydrogen, halogen or a linear or branched aikyi group containing from 1 to 10 
carbon atoms, trifluoromethyl or alkoxy; 




5 



FORMUOLAm 
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is hydrogen, halogen or a linear or branohed BSkyl group containing from 1 to 10 
carbon atoms, trifluoromefhyl or alkoxy; 
is one of the following: 

(i) an aiyl group such as phenyl or a substituted variant thereof bearing any combination, 
5 at any one ring position, of one or more substituents such as halogen, alkyl groups 

containing from 1 to 10 carbon atoms, trifluoromethyl, and alkoxy; 

(ii) a heteroaryl group such as a 2, 3, or 4-pyridyl group, which may additionally bear any 
combination of one or more substituents such as halogen, alkyl groups containing from 1 
to 10 carbon atoms, trifluoromethyl and alkoxy; 

10 (iii) a five-membered ring aromatic heterocyclic group such as for example 2-thienyl, 3- 
thienyl, 2-thiazolyl, 4-thiazolyl, 5-thiazolyl, which may additionally bear any 
combination of one or more substituents sudi as halog^ an alkyl group containing from 
1 to 10 carbon atoms, trifluoromethyl, and alkoxy, 

iv) H, a halogen selected from I, F, CI or Br, NH2, N02 or S02-R, wherein R is a linear 
15 or branched allsyl goup containing one or more group such as 1 to 10 carbon atoms, and 
optionally substituted with at least one het^atom, notably a halogen selected from I, CI, 
Br and F, and / or bearing a pedant basic nitrogen functionality; 
and R^ is one of the following: 

(i) an aiyl group such as phenyl or a substituted variant thereof bearing any combination, 
20 at any one ring position, of one or more substituents such as halogen, alkyl groups 

containing from 1 to 10 carbon atoms, trifluoromethyl, and alkoxj^ 

(ii) a heteroaryl group such as a 2, 3, or 4-pyridyl group, which may additionally bear any 
combination of one or more substituents such as halogen, alkyl groups containing from 1 
to 10 carbon atoms, trifluoromethyl and alkoxy; 

25 (iii) a five-membered ring aromatic heterocyclic group such as for example 2-thienyl, 3- 
thienyl, 2-thiazolyl, 4-thiazolyl, 5-thiazolyl, which may additionally bear any 
combination of one or more substituents such as halogen, an alkyl group containing from 
1 to 10 carbon atoms, trifluorometiiyl, and alkoxy. 
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iv) H, a halogen selected from I, F, CI or Br, 1SIH2, N02 or S02-R, wherein R is a linear 
or branched alkyl goup containing one or more group such as 1 to 10 carbon atoms, and 
optionally substituted with at least one heteroatom, notably a halogen selected from I, CI, 
Br and F, and / or bearing a pedant basic nitrogen functionalily. 



11. A method according to claim 10, wherein said c-kit inhibitor is selected from 
compounds belonging to the 2-(3-amino)arylamino-4-aryl-thiazoles of formula IV: 



v^erein X is R or NRR' and wherein R and R' are independently chosen from H, an 
aryl, an heteroaryl, an alkyl and a cycloalkyl group optionally substituted with at least 

15 one heteroatom, such as for example a halogen chosen from F, I, CI and Br and 
optionally bearing a pendant basic nitrogen fimctionality; or an aryl, an heteroaryl, an 
alkyl and a cycloalkyl group substituted with an aryl, an heteroaryl, an alkyl and a 
cycloalkyl group optionally substituted with at least one heteroatom, such as for example 
a halogen chosen from F, I, CI and Br and optionally bearing a pendant basic nitrogen 

20 fimctionality, 

R^ is hydrogen, halogen or a linear or branched alkyl group containing from 1 to 10 
carbon atoms, trifluoromethyl or alkoxy; 

R IS hydrogen, halogen or a linear or branched alkyl group containing from 1 to 10 
carbon atoms, trifluoromethyl or alkoxy; 




10 



FORMULA IV 
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R"^ is hydrogen, halogen or a linear or branched alkyl group containing from 1 to 10 
carbon atoms, trifluoromethyl or alkoxy; 

is hydrogen, halog^ or a linear or branched alkyl group containing from 1 to 10 
carbon atoms, trifluoromethyl or alkox)^ 
5 R^ is one of the following: 

(i) an aryl group such as phenyl or a substituted variant thereof bearing any combination, 
at any one ring position, of one or more substituents such as halogen, alkyl groups 
containing from 1 to 10 carbon atoms, trifluoromethyl, and alkoxy; 

(ii) a heteroaryl group such as a 2, 3, or 4-pyridyl group, which may additionally bear any 
10 combination of one or more sub^ituents such as halogen, alkyl groups containing from 1 

to 10 carbon atoms, trifluoromethyl and alkoxy; 

(iii) a flve-membered ring aromatic heterocyclic group such as for example 2-thienyl, 3- 
diienyl, 2-tfaiazolyl, 4-thiazolyl, 5-thiazolyl, which may additionally bear any 
combination of one or more substituents such as halogen, an aUg^l group containing from 

IS 1 to 10 carbon atoms, trifluoromethyl, and alkoxy. 

12. A method according to claim 1 1, wherein X is a substituted alkyl, aryl or heteroaryl 
group bearing a pendant basic nitrogw functionality represented for example by tiie 
structures a to f shown below, wherein the wavy line corresponds to the point of 
20 attachment to core structure of formula IV: 
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13. A method according to claim 12, wherein said c-kit inhibitor is selected &om : 
4-Diethylaminomethyl-N-[4-metiiyl-3-(4-pyridin-3-yl-thiazol^^ 
phenylj-benzamide, 

N-[4-Me1hyl-3-(4-pyridin"3-yl-thiazol-2-ylamino)-phenyl]-4-morpholin-^ 
ylmetfayl-benzamide, 

4-Dipropylaminomethyl-N'-[4-methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)- 
phenyl]-benzamide, 

N-[4-Methyl-3-(4-pyridin-3-yl-1iiiazoi-2-ylamino)-phenyl]-4-piperidin-l- 
yhnethyl-benzamide, 

3Jodo-N44-methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)-ifcenyl]-benza^ 
4-Hydroxymethyl-N-[4-methyl-3-(4-pyridin-3-yl-tiiiiazol-2-^ 
benzamide, 

4-{[4-MethylO-(4-pyridin-3-yl-1hiazol-2-ylamino)-phenylamino]-methyl}^ 
b^izoic acid methyl ester, 

3- Phenyl-propynoic acid [4-methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)-phenyl]- 
amide, 

4- Amino-N-[4-methyl-3-(4-pyridin-3-yl-thiazol-2-yIamino)-phenyl]-benzamide, 
2-Iodo-N-[4-methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)-iiienyl]-benzamide, 
4-Iodo-N-[4-methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)-phenyl]-benzamide^ 
4-(3-{4-[4-MethylO-(4-pyridin-3-yl-thiazol-2-ylamino)-i]henylcarbamoyl]- 
phenyl}-ureido)-benzoic acid ethyl ester, 

N-[4-Methyl-3-(4-pyridin-3-yl-tiiiazol-2-ylamino)-phenyl]-4-[3-(4- 
trifluoromethyl-iAienyl)-ureido]-beiizamide, 

4-[3-(4-Bromo-phenyl)-ureido3-N-[4-methyl-3-(4-pyridin-3-yl-thiazol-2- 
ylamino)-phenyl]-benzamide. 
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• {4-[4-Methyl-3-(4-pyridin-3-yl-ihia2ol-2-ylm^ 
carbamic acid tert-butyl ester, 

• 4-Hydroxy-N-[4-methyl-3-(4-i5Tidin-3-yl-thiaz»l-2 

• 4-[(DiisopropyIamino)-methyl]-N-[4-methyl-3-(4-pyridin-3-yl^^^ 
ylamino)-phenyl]-benzamide, 

• N-[4-Me1hyl-3-(4-pyridin-3"yl-thiazol-2-ylamino)-phenyl]^ 
urefdo)-benzamide, 

• 4-[3-(3,5-Dimethyl-isoxazol-4-yl)-ureido]-N-[4-methyl-3-(4-p5^ 
2-ylamino)-phenyl]-b0azamide, 

• 4-[3<4-Me1hoxy-phenyl)-iireido]-N-[4-methyl-3-(4-pyridin^ 
ylamino)-iiienyl]-benzamide, 

• 4-[3<4-IMfluorome1hoxy-ihenyl)-ureido]-N-[4-meth^ 
2-ylamino)-phenyl]-beiizamide, 

• Thiophene-2-suIfonic acid 4-[4-methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)- 
phenylcarbamoyl]-phenyl ester, 

• 4-Iodo-benzenesulfonic acid 4-[4-methyl-3-(4-pyridin-3-yl--thiazol-2-ylamino)- 
phenylcarbamoyI]-|iienyl ester, 

• N-[4-Methyl-3-(4-pyridin-3-yl-iliiazol-2-ylamino)-phenyl]-4^ 
ylmethyl-benzamide, 

• 3-Methyi-N-[4-methyl-3-(4-pyridinO-yl-thiazol-2-ylami^^^ 

• N-[4-Methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)-ph^ 
benzamide, 

• 4-[3-(2,4-Dimethoxy-phenyl)-ureido]-N-[4-methyl-3-(4-pyridi^^^^ 
ylamino)-phenyl]-benzamide, 

• N-[4-Methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)-phenyl]-4-[3-(4- 
trifluoromethyl-phenyl)-ureidometfayl]-benzamide, 

• N-[4-Methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino>phenyl] 
trimethoxy-phenyl)-iireido]-benzamide. 
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• 4-[3-(2-Iodo-phenyI)-ureido]-N44-methyl-3-(4-p!yrid^ 
pheiiyl]-b^izamide, 

• 4-[3-(4-FluoiXHphenyl)-iii:eido]rN-[4-methyl-3-<4-pyri 
ylamino)-fiienyl]-benzaniide, 

5 • 2-Fluoro-benzenesulfonic acid 4-[4-inethyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)- 
phenylcarbamoyl] -phenyl ester, 

• S-Fluoro-benzenesulfonic acid 4-[4-methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino> 

phenylcarbamoylj-phenyl ester, 

• 2-(2-methyl-5-tert-buto>qrcarbonylamino)phenyl-4-(3-pyridyl)-&^ 
10 • 2<2-methyl-5-amino)phenyl-4-(3-pjTi<fyl)-thiazole 

• 4-<4-Methyl-piperazin-l-ylmethyl)-N-[3-(4-pyridin-3-y^^ 

phenyl]-benzamide 

• N-[4-Methyl-3-(4-phenyl-diia2»l-2-ylamino)-phenyl]-4-(4-m^ 

ylmethyO-benzamide 

15 • N-[3-([2,41Bithiazolyl-2'-ylamino)-4-methyl-phenyl]-4-(^^^ 
ylmethyl)-benzamide 

• 4-(4-Methyl-piperazin-l -ylmethyl)-N-[4-methyl-3-(4-pyrazin-2-yl-^^ 

ylaniino)-phenyI]-benzamide 

• 2-[5-(3-Iodo-benzoylamino)-2-methyl-phenylamino]-thiazole-4K:^ acid 
20 ethyl ester 

• 2-{2-Methyl-5-[4-(4-methyl-iriperazin-l-ylme<iiyl)-benzoylamino] 

tfaiazole-4-caiboxylic acid etfayl ester 

• N-[4-ChloroO-(4-pyridin-3-yl-thiaz»l-2-ylamino)-phenyl]-4^^ 

l-ylmediyl)-benzainide 

25 • 3-Bromo-N-{3-[4-(4-cWoro-phenyl)-5-methyl-thiazol-2-ylamino]-4-met^ 
phenyl}-benzainide 

• {3-[4-(4-Chloro-phenyl)-5-methyI-thiazol-2-ylamino]-4-methyl-phenyl>-ca^ 

acid isobutyl ester 



wo 2005/016323 



PCT/IB2004/002934 



114 



• 2-[5-(3-Bromo-beiizoylamino)-2-me1hyl-phenylam^^^ 

thiazole-4-carboxylic acid ethyl ester 

• 2-[5-(3-Bn)mo-benzoylamino)-2-methyl-phenylammo]-^ 

thiazole-4-carboxylic acid (2-dimethylamino-ethyl)-amide 
5 • N-{3-[4-(4-Methoxy-phenyl)-thiazol-2-ylamino]-4-methyl-ph^^ 

pi perazin-1 -ylmethyl)-benzamide 

• 4-(4-Me1hyl-piperazin-l-ylme£hyl)-N-{4-methyl-3-[4-(3-trifl^ 

thiazol-2-ylamino]-phenyl}-benzamide 

• N-{4-Methyl-3-[4-(3-nitro-phenyl)-thiazol-2-ylamino]-phenyl^ 
10 pi perazin-1 -ylme1hyl)-be]izamide 

• N-{3-[4<2,5-Dimethyl-ihenyl)-thiazol-2-ylamino]-4-tnethyl-p^ 

piperazin-l-ylmethyl)-benzamide 

• N-{3-[4-(4-ailorcKphenyl)-thiazol-2-ylamino]-4-methyl-phe^ 

piperazin-l-ylinethyl)-benzamide 
15 • 3-Bromo-4-methyl- N-[4-methyl-3-(4-pyridin-3-yi-thiazol-2-ylamino)-phenyl]- 

benzamide 

• 4-Fluoro-N-[4-methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)-phenyl^ 

• 3,5-Dibromo-N-[4-methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)-iiien 

pi peridin- 1 -ylmelfayl-benzamide 
20 • N-{3-[4-(3-Fluoro-phenyl)-thia2»l-2-ylamino]-4-me1hyl-pheny 

piperazin-l-ylmet]iyl)-beDzamide 

• N-{3-[4-(3-Methoxy-ihenyl)-1hiazol-2-ylamino]-4-methyl-p^^ 
piperazin-l-ylme1hyl)-benzamide 

• N-{3-[4-(2-Fluoro-phenyl)-thiazol-2-ylaniino]-4-methyl-phenyl}^^ 
25 pi perazin- 1 -ylmethyl)-beiizamide 

• 4-(4-MethyI-piperazin-l-ylmethyl)-N-[4-methyl-3-(4-pyridin-^^ 
ylamino)-phenyl]-benzamide 

• 4-Cyano-N-[4-methyl-3-(4-pyridin-3-yl-l3iiazol-2-ylamino)-idien^ 
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• 4-Fluoro-N-[4-methyl-3-(4-pyridin-3-yl-thia^^ 

• l-(2-Fluoro-phenyl)-3-[4-melhyl-3-(4-pyridin-3-yl^^^ 

urea 

• H2-Cmoro-phenyl)-3-[4-methyl-3<4-pyridin-3-yl-thi^ 

urea 

• 1 -(3-Fluoro-phenyl)-3-[4-me%l-3-(4-pyridin-3-yl-thiazol-2-yl^^ 

urea 

• 1 -[4-Me1hyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)-phenyl]-3-p-to^ 

• 3-Bromo-N-[4-methylO<4-pyridia-3-yl-thiazol-2-ylamin^ 

• N-[4-Methyl-3-(4-pyridinO-yl-thiazol-2-ylamm^^ 

sulfonylamino)-benzamide 

• 3-Fluoro-N-[4-methyl-3-(4-pyridin-3-yl-lhiazol-2-ylam 

• N-[4-Me%l-3<4-pyridinO-yl-thiazol-2-ylainino)-phen^ 

benzamide 

• 4-Dimethylamino-N-[4-mefhyl-3-(4-pyridin-3-yl-1hiazol^^ 

benzamide 

• 2-Fluoro-5-methyl-N-[4-me1hyl-3-(4-pyridin-3-yl-thiazol-2-y^ 

benzamide 

• 4-tert-Butyl-N-[4-methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)- 

• 4-Isopropoxy-N-[4-me%l-3-(4-pyridinO-yl-thiazol-2-ylme&^^ 

benzamide 

• Benzo[l,3]dioxole-5-carbo^lic acid [4-methyl-3-(4-pyridin-3-yl-1iiiazol-2- 

ylme&yl)-phenyl]-amide 

• N-[4-MethylO<4-Eyridin-3-yl-thiazol-2-ylamino)-phenyl]-3-(2-mor^^ 

etfaoxy)-benzamide 

• N-[4-Methyl-3<4-Eyridin-3-yl.thiazol-2-ylmethyl)-pheny^^ 

benzamide 

• 3-Cyano-N-[4-methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)-phenyl]-benzamid^ 
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• 2-Fluoro-N-[4-methyl-3-(4-p!yridin-3-yl-thiazol-2-^^ 

trifluoromethyl-benzamide 

• 4-Aminomethyl-N-[4-methyl-3-(4-p>Tidin-3-yl-thiazol-2-yl 

benzamide 

5 • 3-Methoxy-N-[4-methyl-3-(4-pyridin-3-yl-thiazol-2-ylmethyl)^ 

• 4-(4-Methyl-piperazin-l-yl)-N-[4-methyl-3-(4-pyridinO-yl^^ 

phenyl] -benzamide 

• Biphenyl-3-carboxylic acid [4-methyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)' 

phenyl]-amide 

10 • N-[4-Methyl-3-(4-pyridin-3-yl-thiazol-2-yIamino)-phenyl]-isoniOT^ 

• 2,6-DicMoro-N-[4-methyl-3-(4-pyridin-3-yl-thiazol-2-ylamin^^^ 

isonicotinamide 

• 3,5-Dibromo-4-(4-methyl-piperazin- 1 -ylmethyl)-N-[4-methyl-3-(4-pyridin-3-yl- 

thiazol-2-ylamino)-phenyl]-benzamide 
1 5 • 3-Fluoro-4-(4-methyl-piperazin- 1 -ylmethyl)-N-[4-methyl-3-(4-pyridin-3-yl- 

thiazol-2-ylamino)-phenyl]-benzamide 

• 4-(4-Methyl-piperazin-l-ylniethyl)-N-[4-methyl-3-(4-pyridin-3-yl^^ 

ybiiethyl)-phenyl]-3-trifluoroniethyl-benzamide 

• 2,3,5,6-Tetrafluoro-4-(4-methyl-iMperazin-l-ylme1hyl)-N- 
20 3-yl-fliiazol-2-ylaniino)-iiienyl]-benzamide 

• N-{3-[4-(4-Fluoro-phenyl)-thiazol-2-ylamino]-4-melhyl-phenyl}-^ 

pi perazin- 1 -ylmethyl)-benzaiiiide 

• 3-Bromo-4-(4-methyl-piperazin-l -ylmethyI)-N-[4-methyl-3-(4-pyridin-3-yl- 

thiazol-2-yIamino)-phenyl]-benzamide 
25 • 3-Chloro-4-(4-niethyI-piperazin-l-ylmethyl)-N-[4-niethyl-3-(4-pyri 

thiazol-2-ylamino)-phenyl]-benzamide 

• 4-(4-Methyl-piperazin-l-ylmethyl)-N44-niethyl-3<4-pyridin-4-^^^ 

yIamino)-phenyl]-benzainide 
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• N-{3-[4-(4-Cyano-phenyl)-thia2ol-2-ylamino]-4-methyl-^^ 

pi pra:azm-l-ylmethyl)-benzamide 

• 4-[l-(4-Methyl-piperazin-l-yl)-ethyl]-N-[4-me^ 

ylmethyl)-phenyl]-benzamide 

• 4-(l-Methoxy-«thyl)-N-[4-methyl-3-(4-p>Tidin-3-yl-1hi^^ 

benzamide 

• N-{4-Methyl-3-[4-(5-methyl-pyridin-3-yI)-1hiazol-2-ylam^ 

methyl-piperazin- 1 -ylmethyl)-benzamide 

• 34odo-4-(4-methyl-piperazin-l-ylmethyl)-N-[4-methy 

2-ylmefhyl)-phenyl]-benzamide 

• 3,5-Dibromo-N-[4-mediyl-3-(4-pyridin-3-yl-thiazol-2-ylamin^ 

moipholin-4-yl-propylamino)-methyl]-benzamide 

• 3-Dimethylamino-N-[4-methyl-3-(4-pyridin-3-yl-&^ 

benzamide 

• 3-(4-Me&yl-piperazin-l-yl)-N-[4-methyl-3-(4-pyridin-3-yl-thiazol^ 

phenyl]-benzamide 

• N-[4-Methyl-3-(4-pyridin-3-yl-1hiazol-2-ylamino)-phenyl]-3-m 

benzamide 

• Cyclohexanecarboxylic acid [4-methyI-3-(4-pyridin-3-yl-thiazol-2-ylmethyl)- 

phenyl]-amide 

• 5-[4-Me1hyl-3-(4-pyridin-3-yl-thiazol-2-ylamino)-phenylcarbamoy^^ 

acid efhyl ester 

• 1-Methyl-cyclohexanecarboxylic acid [4-methyl-3-(4-pyridin-3-yl-thiazol-2- 

ylmefhyl)-pheoyl]-amide 

• 4-tert-Butyl-cyclohexanecarboxylic acid [4-methyl-3-(4-pyridin-3-yl-thiazol-2- 

ylamino)-idienyl]-amide 

• N-[4-Methyl-3<4-pyridin-3-yI-thiazol-2-ylamino)-phenyl]-4-moq)ho 

butyramide 



wo 2005/016323 



PCT/IB2004/002934 



118 

• [4-Methyl-3^;4-pyridin-3-yl-thiazol-2-ylamino)-phenyl]-^ acid isobulyl 

ester 

• 2-(2-methyl-5-tert-butoxycarbonylamino)phenyM-(3-pyridyl)-^^ 

5 14, A method for treating type n diabetes, obesity and related disorders comprising 
administering to a human in need of such treatment a compoimd that is a selective, 
potent and non toxic inhibitor of activated c-kit obtainable by a screening method which 
comprises : 

a) bringing into contact (i) activated c-kit and (ii) at least one compound to be tested; 
10 under conditions allowing the components (i) and (ii) to form a complex, 

b) selecting compounds that inhibit activated c-kit, 

c) testing and selecting a subset of compounds identified in step b), which are unable to 
promote death of IL-3 dependent cells cultured in presence of IL-3. 

IS 1 S* A method according to claim 14, wherein the screening method further comprises the 
step consisting of testing and selecting a subset of compounds identified in step b) that 
are inhibitors of mutant activated c-kit, which are also capable of inhibiting SCF- 
activated c-kit wild. 

20 16. A method according to claim 14, wherein activated c-kit is SCF-activated c-kit wild 
in step a). 

17. A method according to one of claims 14 to 16, wherein putative inhibitors are tested 
at a concentration above 10 pM in step a). 

25 

18. A method according to one of claims 14 to 16, wherein IL-3 is preferably present in 
the culture media of IL-3 dependent cells at a concentration comprised between O.S and 
10 ng/ml, preferably between 1 to 5 ng/ml. 
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19. A method according to claim 14, wherein IL-3 dependent cells are selected jfrom the 
group consisting of mast cells, transfected mast cells, BaF3 and IC-2. 

5 20. A method according to one of claims 14 to 19, wherein the extent to which 
component (ii) inhibits activated c-kit is measured in vitro or in vivo. 

21. A method according to one of claims 14 to 20, fiuther comprising the step consisting 
of testing and selecting compounds enable of inhibiting c-kit wild at concentration 

10 below 1 |LiM. 

22. A method according to claim 17 or 21, wherein the testing is performed in vitro or in 
vivo. 



15 23. A method according to one of claims 14 to 22, wherein the inhibition of mutant- 
activated c-kit and/or c-kit wild is measured using standard biochemical techniques such 
as immunoprecipitation and western blot 

24. A method according to one of claims 14 to 22, whwein the amount of c-kit 
20 phosphorylation is measured. 

25. A method according to one of claims 14 to 24, wherein identified and selected 
compounds are potent, selective and non-toxic c-kit wild inhibitors. 

25 26. A method for treating type II diabetes, obesity and related disorders comprising 
administering to a human in need of such treatment a c-kit inhibitor obtainable by a 
screening method comprising : 
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a) performing a proliferation assay with cells e3q>ressing a mutant c-kit (for example in 
the transphosphorylase domain), which mutant is a permanent activated c-kit, with a 
plurality of test compounds to identify a subset of candidate compoxmds targeting 
activated c-kit, each having an IC50 < 10 \xM, by measuring the extent of cell death, 
5 b) performing a proliferation assay with cells expressing c-kit wild said subset of 
candidate compounds identified in step (a), said cells being IL-3 dependent cells cultured 
in presence of IL-3, to identify a subset of candidate compounds targeting specifically c- 
kit, 

c) performing a proliferation assay with cells expressing c-kit, with the subset of 
10 compounds identified in step b) and selecting a subset of candidate compounds targeting 
c-kit wild, each having an IC50 < 10 |jM, preferably an IC50 < 1 pM, by measuring the 
extrat of cell death. 

27. A method according to claim 26, wherein the exteat of cell death is measured by 3H 
15 thymidine incorporation, the trypan blue exclusion method or flow cytometry with 

propidium iodide. 

28. A method according to one of claims 1 to 27 for preventing, delaying the onset 
and/or treating type II diabetes and obesity in human. 

20 

29. A method according to one of claims 1 to 27 for preventing, delaying the onset 
and/or treating of hypercholesterolemia, hypergycemia, hypertension, endothelial 
dysfunction, insulin resistance, and vascular remodelling. 

25 30. Use of a c-kit inhibitor to manufacture a medicament for treating for preventing, 
delaying the onset and/or treating type n diabetes and obesity in human including 
hypercholesterolemia, hypergycemia, hypertension, endothelial dysfunction, insulin 
resistance^ and vascular remodelling. 
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31. A composition suitable for oral administration comprising a compound capable of 
depleting mast cells, preferably a tyrosine kinase inhibitor, more particularly a c-kit 
inhibitor for treating for preventing, delaying the onset and/or treating type n diabetes 

5 and obesity including hypercholesterolemia, hypergycemia, hypertension, endothelial 
dysfunction, insulin resistance, and vascular remodelling. 

32. A composition according to claim 31 suitable for intravenous, intramuscular, intra- 
arterial, intramedullary, intrathecal, intraventricular, transdermal, subcutaneous, 

10 intraperitoneal, enteral, sublingual, or rectal administration. 



15 



